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August 27, 1999

Dockets Mtma~\emcni 13ranch
Food and Drug Administration
HI?A-305, ‘Room 1-23
5630 Fishers Lii.n~
Rockville, MD 20852

Re: @ckct ~Ot 99D-0529)
Draft Guidimoc for IndustTy on Changes 10 an Approvvd NDA or ANTIA

Dear Sir or Madam:

C)n behalf of Amcncan Hornc products, a divwsitied manufacturer of pharmaceutical, over-the-counter
and biological drug products, wv welcome the opportunity to comment on the draft guidance for industry
entitled “Chan]~cs to an Approved NDA m ANDA.” This letter rcpre.sents the combined COITIJ7X?ntSof
Wyeth-Ayerst Labomtorics, Wyeth-Aymst Research, Whitehall-Robins Health Cam, l?SI-Leclcrlc,
Wyeth-Lederl~ Vaccines and Pediatrics, and Genetics Intititut@.

The Food and Drug Administration’s (FDA) draft guidance language from the Federal Rc$ister notice is
italicized in this letter ancl identified by line nurnbm(s). (lx suggcstion$ for revised language appear in
standard type,

GenerikFCommtmtS:

The Agcn,cy ’s draft guidance imposes additional regulatory burden on applicants in reporting than.yx w
an ripprovcd New Drug Application (NDA) or Abbreviated NCWDrtlg ApPli~ation (~~A). ~xamP1~s
of these incrciiscd reporting requirements are given herein. U is our opinion that these ncw regulatory
requirements arc beyond the intent of Congress, when it drafted and approved the ‘{Food and Drug
Administration NIodemizatirm Act of 1997” (ITIAMA). We ask the Agency to revise the clrd’t guidmcc
to remove the additional regulatory burdens and issue a guidmcc in keeping with Congress’ intent-

We applaud the Agency in drailing a guidance to exempli @ repcnling categori~s for changes to drug
products and drug substances, ExarnpIes of changes and their classification in FDAMA’s language as
“major” and the guidance’s ]anguagc as “modrmate” and “minor” (i. e., FDAMA’s “other manufacturing
chrmgcx”) ars hdpfu], “~h~guidance, when rcwi,scd to remove increased regulatory burdens, will assisl.
both ilpplieants i.md Agency reviewers in chssifj@ chmqyss for reporling to NLX’Mand AND As.

Specific Cmnmentw

Li}tes 32-34; To the e,xten.t thul (1w recommendations On reporliltg categories in this guidancw, when
.jinulizeci, are found to be incmsis~eti[ with prior publishwi guidume, .WC%us the SUPA (3, the

reconmende~i repining crztqyvies in ,such.priw prdance will be super,fed~(~ 4Y rhis wiciff tICe
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ml~ Agency should clarifi that its policy is tO retain in this guidance the rcpofiing requirements in the
, SUPAC guidam:es, which give rcgulatoly relief. It should be stated that the Agency does not intcncl to

impose more stringent reporting requirements for the changes addressed by the SUPAC. guidances, but
rather, the Agency will revise the SUJ?AC .guidanccs to be in conformance with FDAMA’s language and
to further reduce reporting requirements consistent with the revised guidance. This clarification would
give comfort to applicants that the work to develop the SUPAC guidances will not be undone and that
these guidances may continue to bc used as references Tmtil they arc revised.

Lines 64-68: A 1x(), i~FDA iqfhrms the applicuni w[thin 30 day,r oj”receip{ of the supplement [h(zr
information required under~ i CFR 3 i4. 7(?(c)(”) i.c missing, distribution must be riduyed until the
missing information is provided atid KM dtilennines that the additional infwwwion is in compliance
wi!h this&lion of tlw regulations (21 CFR 314. 70(@(5) (ii)).

If the Agency determines that information is missi~lg and tlw change can not be put into effect, and, if-the .4
applicant gives the missing information to the Agency, then FDA should expedite review 01 the amended
filing. ‘f’hc Agency should re-rcqxmd to the applicant within no more than 3(I days from receipt of the
missing information that the Supplement-Changes Being Effected in 30 Days is acceptable for review and
distribution of the product m~y begin,

Rationale: ‘rhe guidance specifies no requirement for ‘he Agency to act in a ti mely manner in this
instiince.

Lines 70-73: If aflw review FDA disapproves a changes being effected in 30 duy,vsupplement or
chunges being effected supplemml, FDA mrxyorder the munyfoctttrer to ceclse distribution of ~he drugs
tlwt howe been made using the disapproved change (21 CFli 3. /4. 71)(i+(7)).

lle Agency should clm-ify that. if an applicant submits a “Supplcrnent-Clmngcs Being Effected” (C13E)
Supplement and FDA disapproves the CBE-30 Day or C13F.supplement and requires this to k ‘a prior-

approvrd supplement, then the Agency will perform an “Expedited ‘Review” of this prior approval
supplement.

. .

Rationale: AI applicant may have followed all applicable regulations and guidances and submitltid the
CBE supplemmt in good faith. If FDA adds a new requirement unknown to the applicant, then the
Agency should work rapidly to resolve the issue, especially if product, su’bjcct to the C13E change, is in
distribution.

Lines 79-84: Under 21 CFR 314. 70(ql, an applicant muy suhrtiit one or more proIocols (i.e.,
comparability protocols) describing tes[s, validation studies, md accepttible limits to be achiewd to
demonstrate #he absence qf an advww effect,jkwl speci>ed ~pes of changes. A comparability protocol
cm be used !Ureduce the mportin$’ carego~Jiw spectjkd changes, A proposed cornparuhiiiry PVOfiMJl

tmst be .wtbmitted as a prior approval supplement (21 CFR 314, 70(c)). FDA intends to i.s.sueseparate
guidance(s) on corrtparabilit.y protocois.

A colmparabiliw protocol should bc submitted as a “Supplcrnent-Changes Being Ef’fectcd in 30 clays.”

Riitionale: ‘1’hisreporting requirunent is to provide for a reduction in regulatory burden. It should be in
the interest of tlw applicant and the Agency to further reduce regulato~ burdtms, wherever possibic,
Comparability protocols offer an outstanding means af accomplishing this goal. Reducing the time rmme
for review of a comparability protocol would bring much needed regulatory relief.
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To help spo.xi the utility of comparability protocols, the Agency should commit to issuing a guickmcr on
developing thcm within six months of publishing the revised guidance on Changes to an Approved NDA
or ANDA. Input from indu.s~ groups, working in partnLTship with lh,e Agency, is highly rccommencicd
in developing the Comparabi 1ity Protocol guidance.

The Agency should also revise regulations under 21 CFR 314.!50(d) Content and Format of an
Application to permit and encourage the addition of comparability p~otocols to original applications,
The addition of a comparability protocol to an application post-approval should not lx the Agency’s sole
means uf permitting this mechanism for regulatory relief.

Lines 109-112: For each chungwt ~he supp[etmmt or unnual repor( WU.W contu;n @mmtion deIermiIzd

[() he apprc~priate by FDA and include the in@nation developed by [he applicant in validating
(us.sessing) the effects uf the change (section 506A of the Act).

Dclctc the words “must contain information dctmnined to be appropriate by FDA and’ to read: For each ~
change, the supplement or annual report include the inforrrmt ion developed by tlm applicant in validating
(assessing) the effects of the change (section 5(36A of the Act).

Ratiormlc; T& statmncnt “must contain information determined to be appropriate by F13A and.” is
ambiguous, namely, whether the appropriateness is “predetarnined, “ ‘Lpost.-determined” or both, by th~
FDA.

Lines ldl-145: For example, evaluation of’changes in [he impurity or de.gradan[ profile couki.fir,w
invohw prc?fiiiub’ by high pressure liquid chrmatogruphy (IIPLC) rmi then., depending on the observed
changes in tiw impliri[y projlk, $oxicologv tes[s !Oqualrfi u new impurity or degradunl or [o
qualifi an inzpuriv thut i.~above a previously quui(fied /eve/. ,

Dclcl.e the words “high pressure liquid” and add the lcrms “TLC, GC, or other methods” to read: For
example, an evaluation of changes in the impurity or dcgradant profile could first involve profiling by
chromatography (HPLC, TLC’, GC, or other methods) and then, ...

Riitionalw The Agency should not imply by its ex,arnpk that I-WI-C’is the only way of dclcnnining
impurity and degradation profiles. Othm chromatogmphic techniques may give equal or better profiling
of related substances.

lines 151-153: lfguidanee for injiwrnation that should be submitted [(I .ruppor[ a particukr change is
nol available, the appropriate CDER chenzist~ or microbiolo~ review stuff should be consukd.

Substituk “should be consulied” with “maybe consulted” to read: If guidance for information that.
should bk submitted t.o support a particular change is not available, the appropriate C13ER chemistry or
microbiology review staff may he consulted.

Rationale: “Should” implies that il is Agency policy for applicants to consult with FDA for information
requirements to support a change. Applicants should usc their best judgment in deciding, when
consultation with the FDA is needed.

Lines 168-169: somefil~les manu~acturin~ changes have an adverse ej%ct on the identity, strength, ~uali~,
puri[y, or potency of the tlru,gprodtit,

Wc recommend the FDA define the term “adverse cfhxt.” For cx,ampie, adverse effect may mean failure
to meet established acceptance criteria.
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Lines 249-252: 1. A move (o any site, excep[ ont? usec[ [o manufoclure or process a drug substance
intermediate, when the new facility has new- been inspected by FDA for the (ype of operation IM is
being moved or the type ofvperation being moved used ~c)be performed at the newjbcility, hut at some
time it hacl been discontinued and is now being re.sturted.

Dektc the words “or the type of operation bchg movwi used to be performd at the new facility, but at
some time it had been discontinued and is now being restarted.” to read: A move to any site, excepl. one
used to manufacture or process a drug substance intermediate. when the new facility has never been
inspwted by FDA for the type of operation that is being moved.

Rationale: “lllis phrase is vague and ambiguous from the mmming of both “type of operation” and “at
sores lime.”

Lines 277-279: 6. Except/or mvd~ied release soiid orr][ dosage form products, u move to a site on a *
diflerent campus,jtir the prinwy packaging of u drug product thatjidls withitl the scope qf examples 4 or
5 (above).

Move the words “except for ~oditied rckase solid oral dosage form products:” trJ cmi of sentcnw to read:
A move to a site on 3 different campus for the primary packaging of a drug pl-ocluci that falls within the
scope of examples 4, except for modified rckase solid oral dosage form products, or 5 (shove).

Rationale; For clarification of tlw exception intended.

Lines 288-291; h A mow? [o a site on the same campm (e.g., building changes) or within u singk facili[.v
(e.g, room chmzgcs)fbr the manufacture orp?wcessing of’sterik drug substance or drug product that is
not otherwise listed as u major change,

Add the word “sterile” in front of “drug product” to read: A move to a site on the saroc campus (e.g,,
building changes) or within a single facility (e.g., room changes) for the manufacture or processing of
sterile drug substance or sterile drug product that is not otherwise listed as a major change.

. .
Rationale: For clarification,

Lines 314-31S: 1. A move to a new secondary packaghg si[e on the same (i.e., contiguolLS) or dz~fel’etlt

camp us,

Delete WOKI.S“the same (i.c,, contiguous) or” to read: A move to a new secondary packaging site cm a
different campus,

Rationale: This is an incrcasc in regulatory burden that is not justified,

Liw316; 2. A move to a new labeling sile on the same or cii~jiirent cumpus,

Delete the words “the same or” to read: A rnovc to a new labeling site on a difkrent campus

Rationale: This is an increase in regulatory burden that is not justified.

Lime 317: 3. A mow m a new te.wing site on the same campus.

Delete line 317.
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Rationale: Thii; is an increase in regulatory burden that is not justified.

Liries 319-322: 4, A move to u site on the same campus (i. e,, building dumgcs) for’ the munuj%cmre or
processing fivcludingpri]na?y packaging) of nonsterile drug wdvtatlce, in-process mttwrial, ur drug
produc[, except as ntkrwi.ve listed,

Delete lines 319-322.

Rationrk; This is an increase in regulatory burchm that is not justified.

Litms 324-326: .5.Site changes within a sing[cfutility (e.g., room changes) ,(or the mcmufudurc or prOCeSSingof
drug prmfucf or fn-proce.rs materkd, or prim(try packaging, except m- otherwise [i~ted,for stcrI[e drug pWdLICIS ?

Delete Iinus 324-326,

Rationale: This is an increase in regulatory burden that is not justified.

Lines 333-334.7. A chwzge ip the s-irr~plejloorplan thrzt dw.s not affecl the produc[icm
process or contominuticwt precavtiotts. This includes a facili[y “build-out. “

Delete lines 333-334.

Rationale: ‘1’hisis an inmcstse in regulatow burden that is not justit~ed.

Lines 335-33 t;: 8. Inlprovwnetus to marw-facturing weas that provide greutw mswance of
quality,

L>clete lines 335-336.

Rationale: This is an increase in regulatory burden that is not justified.
. .

Lines 370-372: 2, Chu)rges tkt tnuy Qfecl product sterility Qsswunce inchtciing, where appropriate,
process changesjor sterile drug sl&tances aud s@+.ie puckuging components. These include;

Inscrr the word “adverscl y“ before “affect” to read: Changes that may adversely affect product stel-iiit.y
assurance including, where appropriat.c, process changes for sterile dru$ substances and sterile packaging
vompon~mts. ‘Thmc include:

Rationale: ‘h only criterion for a change affecting sterility assurance of a sterile drug product or sterile
drug substance that should be regarded as a major change shrmld lx one, which adversely affects slcrility
assurance. Changes, which positivcl y affect stcrdity assurance, should be regarded as mmkrate or minor
changes,

Lines 408-409: 4, A}zyfurvlumental change in the manufi~cturingprocess or techtl.olo~finm that which
is currently used by the applicant, Fur example:

Insert the words “for a drug product” after the word “technology” to read: Any tlmdanmntal change in
lhe manufiicturing process or technology for a drug product from th,at which is currently used by the
appl icrmt, For exanlFle:
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R2.tionale:

Littc413:

For&u-ification,

Filtrotiun to cenh-@gatiurr or vice versa.

Add the words “for a drug substance” to read: Filtration lo centrifugation or vice versa for a drug
substance.

Rationale: For clarification.

Limes 418-420: ~.’hanges in the synthexis or manuftlctur-e of the drug suh,vtance tiia[ muy affect i~s
irnpurky profdc atw%w- [he physicol, chemiccrl, or biological pr(~perties.

Replace tlw wc,rd “may “ with the word “adversely” to read: Changes in the synthesis or manufacture of
the drug substance thal adversely affect its impurity profile and/or the physical, chemical, or biological
properties. *

Rationale: Cha.ngcs in the synthesis or manufacture of a drug substance that improve the impurity protile
should be treated as moderate or minor changes.

Limes 442-444. Filtration process changes that provide for u charlgeafiom single ~udtia[ prodm:~
sterilizingjiiters, orjor repeated~ltru[ion of a bulk.

Delete lines 442-444.

Rationale: This kind of change shou!d be tieattd as a OM”P validation issue.
.

Lines 450-456: When (mninal WYiiization autor laws we replaced, lhe range qf’thewud input (F-vulue)
for the load should be demonstrated [ofali within the range previously validated, .w{chthat the rninimwn
lhermcd input does trotreduce sterility ussurance und the maximum therrnu[ input dues not reciuce
prrrduci stubility or adversely ufltict contuirwr and closure integrily.

,
Delete hne.s-450-456.

.Rationale: This should lx considered 3.s a GMP validation issue,

Lines 457-461; Changes in scale ofntanufucrunng~or asepticuily processed prociuc(s [haz do not require
additional aseptic filling shifk or do nor incrw.rw bulk sohdion storage lime by more than 50 percent
beyond the va!idukd timit~ in tlte approved application,

Substitute the word “increases” for “changes” to read: lncreiwscs in scale of manufacturing for ascptical’ly
processed products that do not require additional aseptic filling shifts or do not. increase bulk solution
storage time by more than 50 percent beyond the validated limits in the approved application..

.Rationalc: Only increases in scale would bc expected to increase bulk solution storage time.

lines 483-484: 2. A minor change irl an existing code imprintlor a dowge form, For example, chan~’ng
from a numeric I(J uiphanwneric code.

Delete the word “minor” 10 read: A chmgc in an existing cock imprint for a dosage foml, For example,
changing fTOlna numeric to alphanumeric code.
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Rationale; Any chdnge to an_ code imprint, e.g., changing Rom a numeric to alphimurncric code,
addition ofa logo or identifying icon, changes tonames, should be considered a minor change and

, therefore should be treated as cm annual reportable change,

Lines 558-562: a. An addition to u speclfica!ion or c.%unges in methods or controls to ,provide irlcremsed

assurunce that I he drug will have the characteristics o~identi~y, ,~trength, purity, or potency whi(:h ii
purports or is r,~prc?sented to possess, For examp[e, adding a new tes( and mxsucicrted artuiy[ical
pruc!edure and (Iccep(ance crikrion.

We recommend that these kinds of changes be treat~d as minor changes. ~his would bc ccmsistcnl with
the rcgulato~ treatment of change identified in line 577: “Tightening of acceptance critmia.”

Lines S67-571 J. Any chortge made [o cornpiy with an oflcial compendium t)w! i.t ccwsisten! wi~h k“LM
requirvmcws and Ihm provides the same or greater level of assurance of the identity, strength, quality,
purity, or potency ofthe mutetial being le.~teii as &heanaiyticulprocedurc described in the approved ,*
u~p[ication.

Delete all words atler compendium to read: Any change made to comply with an official compcndiutn

Rationale: Upon the establishment of a USP mono~~aph of m article, for which FDA participates in the
USP approval process, USP criteria should apply for all applicants. There should be no need form
applicant to file any supplement for a change made te comply with an official compendium. This will
allow a lCVCIplaying field for innovator and generic firms, when rc ferencing “USP criteria in their
applications. FDA’s proposed language represents an increased regulatory burden for applicants.

Limes 584-585; 5. Tightening of spec?lications for misting r@rence s[andords to provide
increas(!~ assurance ofproduc~ purity und potency,

Delete lines 584-585

Rationale: Rc:furence standards specifications should not be subject 10 filing requirements. This
rcpresients an increased regulakny burden for applicants.

Litws 604-605. (4) chunges may q~~ectprmiuct sterility ussurutice;

Add (he word “adversely” before “affect” 10 read: (4) changes may adversely affect product sterility
assurance;

Rationale: Changes that positively affect product sterility assurance should not be treated as major
changes. See comment under Lines 370-372.

Add the wor[i “adversely” before affect to read: 4. For sterile products, any othm change that may
adversely affect product stcril ity assurance such as:

I&ationale: Changes that positively affect product sterility assurance should not lx treated as majox
changes. Scc cmn.rncrtts under Lines 370-372.
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Lines 638-639.’ Chunges in the size und/or shape of u ccwtainervfor a swvile drug .substrmtm?m- sterile
drug product.

Move these examples to Moderate Changes,

Rationale: Thcw kinds of changes should he considered moderate changes, if same malcrials of
construction are used.

Lines 661-662: 2, A change in [he size und/or shape of a container containing (he .vame rzumher qfdrJse
units,. for a nm.vferik solid dosage form.

Replace the words “containing the same” with “and/or” to read: A change in the size an~or shape of a
container andhsr number of dosage units, ~m a nonsl~rile solid dosage fo~

Rationale: “lhc applicant should determine, if a change in the number of dosage units has minimal 4

potential to have an adverse effect on the product. If so, the applicant should bc permitted to chang~ the
number of dosage units in ii container and treat this as a minor change.

Liitw 729-730: 2. Change fn: or addition o~ phcrrmucoeconomic claims based IMIciinic:ai .~mdie.s.

The Agency should make it clear that the prior approval rcquiremcnl applies only to labeling
pharrmwoeconornic claims.

Lhze 735; 6. Claims rJfsuperiori~ to another product.

The Agency should make it clear that the prior approval rcquiremeni applies only to labeling superiority
ciaims.

Lines 7.?6-73?: 7, Change itl the i~bcled sturage conditions, unless exempted by regululion or
gwidance.

Repkicelhewords “change in” with “relaXing” to read: Rekm@g the labeled storage conditions, unless
exempted by regulations or guidanca.”

R,ationaic: A change, which strengthens the labeled storage condition, should not. bc considcwcl a majur
change.

Lines 742-743: (3) udds or sfrengtkrts m instruction about dosuge and .m.iministru[ion that is intended to
increase the SUJCuse of the product,

Replace the words ‘Landadministration” with the words “administration and storage” to rca.d: (3) adds m

strengthens an instruction about dosage arlministiation and storage that is intenckd to increase the safe
use of the product-

Rationale: Addition of a storage statement, which strengths the labeling, should be treated as a
moderate change.

Lines 751- 752; 3. Clu@7cation of the udminisfrution stutetnent to ensure proper udtninistratiorz of[he
product,
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Replace the word “statement” with “and storage statcnwnts” and add the words “and d orage” after the
word “administration” to read: “clarification of the administration and storage statements 10 ensure
proper administration and storage of the product.”

Rationale: Addition of a storage statemmtt, which strengthens the labeling, should be h-cated as a
moderate change,

LiYJQS776-777: 2. Chunges (hat may ufltictproduct steri[ily assurunce (21 ICFR 314, 70(15)(2)(iii)).

Insert the word “adversely” before the word “affect” to rest Changes that mLLyadversely affect pmcluct
sterility assurance (21 CFR 3 14,70(b)(2)(iii)).

Rationale: Changes that may positively a.ffcct sterility assurrmcc should not be trc-xdcdas major changes.
See comments under lines 370-372.

,S.ine 778: 3. Approval of a comparability protocol (21 CFR 314. 70(e)).

A comprmabiliry protoool should be submitted as a “Supplenmmt-Chrmgcs Being EffcctccI in 30 “Oays.’T
Rationale for this repotiin,g re’quirwnent is a reduct: on in regulatory burden. See comrmmts under linm
79-84,

Lines 794-799, 3. Reference standard,y: Replacement of an in-house rejkre.nce xtandard or reference
panel (or punel rnemb) occording to pr~cedui-es it~ an approved application. Tightening CJf

spw~fications for exisling reference stand(trds to provide greuier assurimce of proclucr puri~y und

potency.

Delete lines 794-799

Rationalc: Reference standards specifications should not be subject to filing requirements. This
represents an incrertscd regulatory burden for applicants,

On behaif of W ycth-Ayerst Laboratories and its affiliat.cs, we appreciate the opportunity to comment on
this important guidance.

Sincerely,

WYETH-AYERST LABOW’KMUES

Vcm G. DcVries, I-’h.D.
Assistant vice President
U.S. Regulatory Affairs

VnV/KUBflas:sUl~mcccommtn[s
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